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Tl Pharmaceutical composition e.g. for breast cancer comprises gonadotrophin 

releasing hormone agonist and selective estrogen receptor modulator. 
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NOVELTY - Pharmaceutical composition for breast cancer, endometriosis, myometrium 
tumor, Alzhiemer's disease, circulatory system disorders, menopausal disorders, irregular 
periods, cancer metastasis, premenstrual syndrome, muscular distress or osteopathies due 
to calcium/phosphorus imbalance comprises a gonadotrophin releasing hormone agonist and 
a selective estrogen receptor modulator. 

DETAILED DESCRIPTION - Pharmaceutical composition for breast cancer, 
endometriosis, myometrium tumor, Alzhiemer's disease, circulatory system disorders, 
menopausal disorders, irregular periods, cancer metastasis, premenstrual syndrome, 
muscular distress or osteopathies due to calcium/phosphorus imbalance comprises a 
gonadotrophin releasing hormone agonist (GnRH) and a selective estrogen receptor 
modulator (SERM). INDEPENDENT CLAIMS are also included for: 

(1) the use of a GnRH and a SERM in add-back therapy; 

(2) pharmacutical composition for prostatomegally or prostate cancer comprising GnRH 
and a selective androgen receptor modulator (SARM); 

(3) agent for treating and preventing prostatomegally or prostate cancer or breast cancer 
or their reoccurrence or metastasis comprising GnRH and a sex hormone synthesis inhibitor, 
lyase inhibitor, receptor-type tyrosine kinase inhibitor, cytokine/chemokine inhibitor or 
endothelin receptor antagonist; 

(4) agent for treating and preventing prostatomegally, breast cancer or prostate cancer or 
their reoccurrence or metastasis, menopausal disorders or osteopathies due to 

calcium. phosphorus imbalance comprising a GnRH and a bone metabolism regulator; and 

(5) agent for treating and preventing breast cancer or prostate cancer or their 
reoccurrence or metastasis, myometrium tumor, endometriosis or prostatomegally 
comprising a GnRH and an immunotherapy drug. 

ACTIVITY - Cytostatic; Gynecological; Nootropic; Neuroprotective; Cardiovascular-Gen.; 
Endocrine-Gen.; Muscular-Gen.; Osteopathic. 
No biological activity data is given. 

MECHANISM OF ACTION - Gonadolibrin-Agonist; Estrogen-Agonist; Estrogen- 
Antagonist; Androgen-Agonist; Androgen-Antagonist; Tyrosine-Kinase-lnhibitor; Cytokine- 
Antagonist; Chemokine-Antagonist; Endothelin-Antagonist. 



USE - As gonadotrophin releasing hormone agonists used in combination with selective 
estrogen receptor modulators, selective androgen receptor modulators, sex hormone 
synthesis inhibitors, lyase inhibitors, receptor-type tyrosine kinase inhibitors, bone 
metabolism regulators, immunotherapy drugs, cytokine/chemokine inhibitors or endothelin 
receptor antagonists for treating and preventing endometriosis, myometrium tumor, 
Alzhiemer's disease, circulatory system disorders, menopausal disorders, irregular periods, 
cancer metastasis, premenstrual syndrome, muscular distress, osteopathies due to 
calcium. phosphorus imbalance, prostatomegally or prostate cancer or breast cancer or their 
reoccurrence or metastasis. 

ADVANTAGE - Combination enhances quality of life by enhancing gonadotrophin 
releasing hormone agonist activity and/or reducing side effects. 
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(57) Abstract: In the field of pharmaceuticals, it is intended to provide drugs whereby the preventive and therapeutic effects of a 
GnRH agonist on various diseases can be enhanced and QOL can be improved. More specifically, combination drugs characterized in 
that the GnRH agonist is combined with a chemical selected from among SERM, SARM, sex hormone synthesis inhibitors, receptor- 
type tyrosine kinase inhibitors, bone metabolism regulators, drugs for immunotherapy, cytokine/chemokine inhibitors and endothelin 
receptor antagonists. Owing to these combinations, excellent effects of enhancing the preventive and therapeutic effects of the GnRH 
agonist on various diseases and relieving side effects can be established. Furthermore, QOL can be improved thereby. 
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5 &Mft® 
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CD GnRH7^7 hiSERM (selective estrogen receptor modulator) 

■i^-m. mmSsmmm. I^I^f, ^mm> PMS (premenstrual 

syndrome) , ^iMJi^fcta^I/i^A • U >#ftftf«i«<Z>?-B& • mmmmM ; 

TSE-42 4, SERM- 3 3 3 9lfcttSPC-8 4 9 0T?&£tfrfB ( 1 ) 

io mmvmM; 

C4) Hf?LlJ#l^*f-bT> G n RH7^7 b 0til t S E RMlOtMi 

C5] taatl^lT, Gn RH7^X h©f Mi S E RM t 
§I^ttTS4tS r t A d d-B ackIS; 

C6] ifMWC^fbT, GnRHT^ h©MiSERMi©fMi 

20 ; 

C7) ffi^f^fc^rUT, GnRHT^XhOfiitSERMiCtMi: 

(8) GnRH7^-X hiSARM (selective androgen receptor modulator) 

C9) SARM^LGD2 2 2 6T2&^BtrlH C8) f3*fe<2ES ; 

C10) Pt?Li!j#K-MbX, G n RH7^X hOt^lii: S ARMlOf il 
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Cl 3D MAB (Maximum androgen blockade)ft&gH'?$&tftflE Cl ID flSR©E£ 
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C143 m%mm\Z.MVX. Gn RH7^-X h©f ^li 'J 7-ifESi©W 

Cl 5D ifc&KrftfcfcfbT, Gn RH7^7 b©ffi»t »J 
3&*<i:§il.*'&:b*Ti8!#'3'5 21 t^#Hit§MAB, (Maximum androgen 
blockade)^^ ; 

C 1 6 D «A»«l:»l/T, Gn RH7^X hOtMt U 7-«i®f 

mm t &m.fr'&t>&T&i* vxm&mm * & u fern, * & 

Cl 7) GnRH7^ h i^#lfni/>+t-^Itii&I^t)t 

ci8D %Mwm?-ui/>3r-i— zmmmfiy? * ^ tv^ 

itnr/, S 1-7 74, SU-6 6 6 8, SU-101, GW-2 0 16^feft 
C I - 1 0 3 3 T&3hu?3 Cl 7D flBttOEX ; 
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C2 0D 5k$><D»SmikliER2m<DmmtemCT, GnRH7^Xh0t^i 
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C2 1) Gn b it^»ii*fl*^t)*Tft*ttS»i, ?L 

ft, ilUSE^ t9S£J»ft'bU<tt¥Lft©$lf«S5fi» M^fflUt^ 3£fctt*FJW 

C 2 2 ) #^WWjjsai*<T V > H D X3=- F D >m> A* > H P -f > 
*Hn>E UtHD>E ^PFn>t, a°5 FP>E tJ^FD>^ V 
H«n>8, ^;i/Hn>^, *>JHD>E EB-1053, YH529, ^^75^ 

mh&Ufr&t>^T&tt%zt&ftmt^z>-ffi±mffi. &ft> 

C2 6) Ifil 4> ©TOCHER 2 *<M^OftDT, GnRH7^Xh©flSi 
77&; 

C2 7) W¥LffrWc*fLT, GnRH7^-^ hOt^litMMOt^li 

C2 8) GnRH7=fx*b£tM b#-f > • dr^eft-f >IB«S 
TftSiM, Aft,' a&ffl^*>lXfm«<&ffi«B3B> *fcttlMfc»ft*>L 
< «?Lft©te5£©^B& • ^ffl^m ; 
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[2 9) *S,11H^UT, GnRH7^~Xb©W$J:R<i:lM b*K> • ^ 
5 [3 0) jfl4'0«JMHER2i(D«^i;T 1 G n RH7^-^ h ©W^Jt 
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C3 2) I> Ht 'J >§t#7>^^-X K9t>^>, YM-5 9 8, 

TA - 0 2 0 LBosentan, SB-2 1 7 2 4 2, SB-20 9 6 7 0> 
TBC-11251, BQ-123, ABT-62 7 £7cte5£ 
Cyc 1 o C-D-Asp-Asp (Rl)-Asp-D-Thg (2) -Leu-D-Trp-3 
15 CiS'K Asp(Rl){*T7>A^^>^j3-4-7^^;VH^9> ? >T5 F1S£, 
Thg(2)te2 -fi-J^'Jv'>ilW ; ) tg$n§^7^ F&S 
^±hU^A^^§BtffB C3 1] f3«©^m; 
C3 3) m^mmzMVX, GnRHX^~Xh©W^:ft£x>FizU>§##: 

[3 4] GnRHTn'-Xh^ 
5-oxo-Pro-Hi s-Trp-Ser-Ty r-Y-Leu-Arg-Pro-Z 

CiS4u YteDLeu, DAI a, DTrp>. DSer(tBu)» D2Nal 43<£tfDHis(ImBzl)^S3ifc£ 
ft%mM&, Z ^ NH-C2H5 *fc«Gly-NH2 ^n^n^-TD T^bStlS^:/^ 
25 F££&^<Z>*re&£iWfB CD, CI 13 > CI 7), C2 1), C2 4) > 

C2 8} SfcfcJ: C3 l) ffltt©BS&; 

C3 5) GnRH7^Xh^ ^ 
5-oxo-Pro-His-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro-NH-C2H5 
T^n&^/^FOSmifiT&SifiiE C3 4] fB«©E^; 
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GnRHT^-XbCD^tl/TH 0S*.fc£* h'J~h^>h G 
n RH T^-n^ : :3>h^A— T> Y . A*— X^tM' ^ (Treatment 
with G n RH analogs: Controversies and perspectives) [AJloV > /I!/ 
ijy^jf ?f )]/—•? (W) (The Parthenon Publishing Group Ltd. )Bff 1996 
20 > # S¥ 3-503165 -S§^#R, #H¥ 3- 1 0 1 6 9 5^ ft 7 - 9 7 
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#^BH6 2-2 0 1 8 1 6#, #H!¥4-3 2 1 6 2 2^-, <ftlB¥6-l 920 
6 #PS¥9- 1 3 2 5 2 #58¥9 - 2 2 14 1 7^ #Pi?¥l 1 - 

2 7 9 0 5 WO 99/36009 9 ■9^&£fctB*J©>^fcf!teT«B6 

±m<DmmmM®*T?%. mzmm s f4- 3 2 1 6 2 2^KB*anT^* 
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ft&* T-f ^D*^-fe;KD^Mlz:##bTV^jSil©GnRHT^XX h (iff* 
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jRiJ^'Jn'J HftStfS* » *U (a-SOVT. 
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5 J&Jt (^%) 0 0/0~*<j4 0/6 0#W£U<, DlOO/O-135 

10 StettffcfiJu DHfc/L-# ( ; 6;P/ /; E;V%) #$7 5/2 5~**)2 5/7 5© 

ISfflcDfeo^w^b^. c:cdd-#/l-# ( ; &;i// ;: E;i/%) tt, M6 0/ 

4 0~^J3 0/7 0©$BH©fc©3&WI3£*l3. 

^ r«-^'J3-;Hl^#:j ©«*W*fflttt* ^3, 0 0 0- 

5&1 0 0, 0 0 0, #f;£b<te^3, 0 0 0-^6 0, 000, $6>t»*b< 

15 te$j3, 0 0 0-^5 0, oooroW^^ns. 

iWSb<, 5~3. 5^#ir^L^ 0 

Mfi(^^A) abfcDfflfit*&2 0~$J1 0 0 0 umol i^^^f U=^)V) ziWfK, 
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IZ-O^xm^Zt, #U?LM Wmg$5Nlt/7th^h'JJl/ (v/v = 4 
/9 6) Hi2mll:iiU 0. 01M o--hD7x-J!/kH7^>M 
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T~t hx h U;i/2m 1 TfjgftlU 0. 5mo 1 / 1 ©X^y- Jl^KM^ U O 
Aiilm 1 £in>LT6 0*C"e3 OftKJ&ZltZo 5N7Mlith 
U ^^7MT-f f LTYm 1 t 1. 5 NtKM^ b U O AtK»?9c&3S*£: 
UT5 4 4nm«A (/cm) — DL-ft&#»Sc&3&ip 

#ffii:UT, ^aBB*;^*^;^* Cmo 1 'JWiSTf**, 
*fcONPH7^Mfci3s7?DL-«.SIfc K^v 5 5 4 4 nm®3tS 

& B (/cm) itStf, (^7A) fefeOCDilil®^;i/ 

[COOH] (mo 1/g) = (AY.C) / (WB) 

^^JcM^-a- 0ftHB8 6 1-2 8 5 2 1^) feSVi^^^Hfc^UriU b'^© 
^^X7,^-;Wt-pt)^&©W^fflV^cH^S-& (Encyclopedic Handbook of 
Biomaterials and Bioengineering Part A: Materials, Volume 2, Marcel Dekker, 
Inc. 1995^)T?KJfiT?*S. ±13 <D te%a O M SSS-&;#f£ K:<fcoT#e>n5 
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fl!*.** , EP-A-0839525 ^fcffi«©lni*^EJ&fcf<fr ^ttiO, 

^»©«afttt mz&mmj&jmmtim. #hbb6 1-2852 nt&*#H&) 

«*7-f ^ d# y-fe;i/^a^J £*T * fc te> V-T * a # 7*L)V*ftim\ m. Tween 
80,HCO-6 O^^^r^^^-fe^n-^.T^Vm^-hU^A^^), 

tb< fci:&T& £') >tzms> \z&MM&£Z$Mtb&?>-mt£ E (£f £ b < \*m$tMte 
a) tbT^4t5i:t^Tt5. £fc> ^©ffi±f3©m©»JK«bTJg: 

§0 

JbSB»J©t£#»te, GnRH7^b ($?£b<«. Ua-^nW 

5yK fc!V^> ^T&aitaW^^S^ 

iGnRHT^h (ffSKIt iJa-^nV/'J^SfefS*©*, <fct>*!?S 
L<tM'Ja"^Pl/U» ©BSaStbT©^6«-e»n^«fcV>. 
Jiffii&JMMM&fc 1 isj&fc 0 UT> 150.01 mg&^ b 1 0 0 mg/kg 
#S> *9 J *b<tt*50. 0 2mg^Vib5 Omg/kgftS, *6te»*b<tt0. 05 
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mg^l2 0mg /kgflcSOttffl** £> SEHS-SC. £ ^T#S . 

Okg^b) fc&^Tfci, -HII^fGnRH7^ h (#?£L<k^ Ua 

y >sfc«^-©m> <fc d » * u < ttw»u a— y a i/ y » o . 

5 0 1-3^6 5 Omgm #?£L<te*tlO. 1^6.2 OmglE «fc 9 U < «*9 

(fti6 0kgl^b) £*iV>T, -HlfcOtGnRHJ^h <*GF 
» §It^0.0 1^6 2 0mg@^ #?S;L<fciiS&0. l^S 1 OrnggS, 

15 0n*.t& mo&-¥&ft om^\zu, j&Aom&mmo&m wt6 

20 6 0 kg^Ofc^Ufct^SWui^S. 

• mmhfeGnRH7zi~xh£m*(Dffimm£%m.fr&p&%z\&z&*), 

(1) GnRH7^X^fcfMiffM#t5^iIlt^T, 

(2) JSt^fCDJfiH* 0K*k S3fig&£) iCJfobT, GnRHT^fn7vh<h#f^TS 

25 e <h#n?^&, 

(4) GnRHT^-xhtftmmmmtezwmm&mvi'r&z.tiz&r), m 



WO 03/015820 PCT/JP02/08130 

(6) GnRHTzi^Xhtmmmt^mm^r^^t^Y). Add-Back 

5 (7) GnRH73=LXhtmmM£*Mm?2>Z£te&V) x MAB (Maximum 
androgen blockade) m$k&m%£fcZ>* UE<Dm.ntz?di$k*mz> ZL £;on?#&. 

OT, GnRHT^X hit 

io (A) mwm 

AVf'^X> SARMim LGD-2 2 26) 

i 

(b) nmrnm 
15 ^ffewm^ w&WM<Dim$>'teEo 

(C) » 

(DM A B *^*5 nltg 

(DAd d-B a c k«^BJtltc:/5:§ (S ARM^) o 
20 ©Ufc'H-> *fc£^©B!ltfUfl©fe« (SARMi) . 

(2) Urn-f Htt^fe^X^D-T Hi*©) tax* hay>i 
(A) Mi 

^^•>7xX SERMi ^n^rS^aiX 7Jl/^->7x>, 7V 
7^^>7iX tX^5 7i>, TSE-424, HMR-3 3 39, SER 
25 M-3 3 9, SPC-849 0, HM- 10 1, SOC-84 9 0, WAY- 1 
40 4 2 4) , 7MXl^7>h, ER down regulator&£ . 

(b) mmmm 
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(C) « 

©maximum estrogen blockade^fe^prffg{;i££.2>o 
(DAd d-Bac k^^pItg^^S. 

®jflL*©^*ttHER2*0»SK:iKi;fc3e©»SR^RTI6fca:S. 

io (3) ft&*8sN 

(A) JM*0j 

(Cyclophosphamide). <7*^775H (Ifosfamide)) , ftiffeirE&l (011*. 
^VF^t-h (Methotrexate), UFT, 5-7Mn77'>JK5-FU)), 
15 mm^^n m^h^-»C (Mitomycin C), 7H'J7^~» 
(Adriamycin), ^7dy<^> (Peplomycin)), t£> 
^UX?>. ^^rV-;V), H-fe^^r-feJk /^U^^rtJk DJ-927, 

TZT-1027, DX-895H (Exatecan), DE-310\ ^X7°53 1 > (Cisplatin), fUbtf? 
7^>* Xh^*->h\ ^>hX^5 1 >, ^y^^^>, 3h^>hn> 
20 (Mitoxantrone), 7n*JWt5?>> Vr/V^rltX hl/f/^X hk57xX 
^l/Xf>, «7^~*^X> fcfvVtn-;!/, l/>3^>, ^/7^7>ftM 

(B) 

25 (C) 

( 4 ) 5 « - &m.mm 

(A) jm*m 
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7^WJ^ Fa^f 'J H * -f 7>Xf'J X^JXr^ 
(D 5 a - ^ — if 1 m.<BM 

WO 93/23420 ^CflBttO^ft* WO 95/11254 ■^fcflBflfctfMb 
4,7j8-v ? ^^;W4-Tif-5o!-nl/7 > ^>-3-^>, 3-^V~4-T1f-4, 7 /3- 
> ? ^^;W16/3-(4-^DD^x/^>-)-5Q!-T>HaX^>, 3-;t* V-4-T1? 
-4, 7 j3 -v 5 ^ 6 j3 - ( 7 t 7^ >0 -5 a -7 > h* D X ^ >f£ 2. 
®5 a-V999—~ if I43<fct£5 a-I/^^^— if 2CD-|IP1*^ 

WO 95/0792 7^-(C|Bffe^b-a-%, 3-^ V -4- T if- 17 /3-(2, 5- b U * 

d ^ ? x -f ;w - * ^n^E-f ;V) -5 a -7 > F o x 37 > & £. 

(B) 

(C) gft* 

(5) a-smws&m 

(A) AfcM 

^AXO$/>, tTWv'X x^/v-X HW>X -fePH^X r;^^/s> 
(B) 
(C) 

(6) 707^- gBfiFX 
(A) IWJ 
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(B) #*&J& 

(o mm 

©maximum estrogen blockade^^^Bjfg^^-So 

. ( 7 ) 1 7 J8 - 1 HD^^rD-f FJKzKS&B^IMSI 
(B) fcrg^tft 

(C) 

®MAB&J;tfinaximum estrogen blockadeSR^nrJUgKi^S. 
(8) »J»#7>Fny>jg£|fi#2g 

(b) *r£$s& 

tfcfflKIS, fu*:£fl&JE*^ JM»W58s£, ^PSrtJB^ ^S«5tt> 

(o 

®M A B$3<k ^maximum estrogen blockadeifcfe&nirtBKlfc:*. 
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(9) &#)V : £>&jm&M 

(a) mm* 

5 7H7rnX (±) -7- (5 h^'OV [b] Wx>-2--f 

;u) -6, Ktf-5H-tfan [i, 2- c]' -f 5^/— ;v-7-*— 

;k (±) -7- (5--7;^D^>^/ Cb] Wx>-2-^fJW -6, 7 
-^tHD-5H-tfPD [1, 2-c] <i s.4?v—)V-7-*— ;k (±) - 

7- (4' -7;^n [1, 1* -b'7x^W -3— OW -6, 7-^bH 
10 D-5H-tfnn[l, 2-c]-f5^/-JV-7-t"JK (±)-7-(4' 
-^;u^-d [l, l' -H7x-JH -4—f;K> -6, 7-s?kHn-5H- 
tfna [i, 2-c] ;w-7-^— ;k (±) -6- (7-tHP* 

^.-6, 7-3>fc HP- 5H-tfPU [1, 2-c] -1S.& X S— )V-7-^M 
-N-^?Jl'-2-t7^SF, (±) -N-X^;i/-6- (7-hFD+i/- 
15 6, 7-^bHn-5H-HPP [1. 2-c] -f 5 7 —f ;W -2 

-^7^5 b\ (±) -6- (7-h FP^>- 6, 7 HP- 5 H- kfP 

p [i, 2-c] -rs^v-;i/-7 — r;w -n — r vyntf;u- 2 -^7^5 

H, (±) -6- (7-hHn^>-6, 7 -5?k Hp- 5H-H pp [1, 2 
-c] -f5^/-Jk- 7—010 - 2 -t7^5F, (±) -7- (4' -7^ 

20 tn [i, l' -H7x^;v] -3— -6, 7 ->>k Hp- 5H-kPP 
[i, 2-c] -r s^/-;w-7-^--;k (±) -7- (4* -yjv*u Ci, 

• l* -k'7x-JW -4— f;W -6, 7-^k HP-5H-HPP [1, 2- 
c] -f 5^/— ;i/-7-*— ;k (±) -6- (7-bHD^>-6, 7-5>k 
HP-5H-tfPP [1, 2-c] 7 — CM -N-^WP- 2 

25 (±) -6- (7-tHn^>-6, 7->>kHP-5H-kP 

P[l, 2-c] -f5^\/-;|/- 7— f;0 -2-3-y?5i H\ <+)-7-(4' 
-?)V*U [1, 1* -k*7x^H -3 — f;V) -6, 7-^tHP-5H- 

tfpp [l, 2-c] -y =^v-;v- 7-^-;k (-) -7- (4' -7;^ 

p[l, 1' -tf7xn;W -3— f;W -6, 7->>kFP-5H-kPP [1. 
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2-c] 7 ~^T-)V, ( + ) -7- (4' -7)V*U [1, 1' 

-t'7xZJW -4— r;W -6, HO - 5H— fcfPd [1, 2-c] 

■Y5^\/-;V-7 -^--;K (-) -7- (4' —7)\,*u [1, 1' -t'7x 

-;H -4 — r;P) -6, 7->>fcb*n-5H-tfna [i, 2-c]— rs^/ 
5 -;i/-7-pf-;K (+)'-6- (7-kHP^>-6, 7-^kHa-5H- 
t?PP [1, 2-c] -r$^/-;i/-7— t)V) -N-*^)V-2-±7&* H\ 
(-) -6- (7-bHD^>-6, 7-3>fc HD- 5H-t?PP [1, 2-c] 

•i* ^ ^/—)V— 7 — t -N-*3\n/- 2 -^-^^5 H\ (+) -6- (7- 

7-5>fc Ha- 5H-fcfPP [1, 2- c] -f S.&V—JV- 7 
10 (-) -6- (7-t HP^rv—6, 

-5H-tfaa [l, 2-c] -f s.#V-)V-7 ->r;W - 2 
OUT— ^ (C 17>20 -lyase) 

(b) mtm& 

m&mm. fum. m&mmxm* siiin. ^kot, «uur 

(C) 

®M A B $3 J; ^maximum estrogen blockadefife^nTtgfc:/&S 0 

@B!If|sfl3©««. 
20 <D#JBte*fc«kS«l>m • MB©**©***, 

(10) 

(b) tmrnm 

25 (O san 
©♦Bins**. 

(11) ^ p >- > D /u»^»5RE#SI 
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(b) tt&mm 

(C) »x 

(12) #;we>*b*si 

(A) 

. (B) 

(O 

(DMAB & § o 

15 (DfBsi^Jflo 

@iL>f ©Bj^ttHE R 2S©Mfcj£:i;fclS©?&^-5Ji^C?5:So 

(13) n -»^^-- if ea#m 

(A) JIWJ 

20 y 7 « y U- (i ressa) ™) , ;* ^um-f 7^(^iJ^«j/^™) 
ODI-7 74, tY^tn^ SU- 6 6 6 8, SU-101, GW-2 0 1 
6, C 1-1 0 3 3, 2- [1- [3- [4- [2- [ (E) - 

2- (4-hiJ7Mn^?ji/7xzjW x^r-;W a-^UV—jp- 4 — f ;W 
/h+^7x^;v] tf;u] - ih- f ;u-2 — r;W -i-x^y 

25 1- {3 - [3 - ({2- C (E) - 2- (2, 4->?7MD7i-jW 

If-JW -1, 3 -^U"V/-;i'-4— (M ^h^ris) 7x-JW 7U\£M 
-1H-1, 2, 3-MJ7V— ;K 1- (4- {4- [ (2- { (E) -2- 

[4- (h'j7Mo^^) 7i-jh if-JH -l, 3-^iJ-y-;i/- 

4— CM 7x-Jl/} -1H-1, 2, 3-HJ7V-;k 
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2- [1- C4- [4- [ [2- [ (E) -2- (4-IfJl/7x-JW x^X 

;w -l, 3 -*^u-*/-jv-4— r;H ;*h3^>] 7x-jW -ih 

— f 5 —2-<i)V\ - 1 -x^y— [1 - [4- [4- [ [2 - [ (E) 

-2- (2, 6-^7MD7x-JV) If-;V] -1. ;i/-4 
5 — f;i/] ^h^>] 7xZJV] -1H-1, 2, 3-hU7V-;k 3 

- [1- (3 - {3 - [(2- { (E) - 2- [4- (hV 7 )V*n 7 

x-;w if-;w -l, 3 4 --r M 7x^n 
-?u\£.)V) -iH--f5^/-;i/- 2 --OKI - 1, 2-^a/i>^-;k 3 

- (1- {4- [4- ( {2- [ (E) -2- (2, 4-'77MD7x^W 

io x^x;W -l, ;v- 4 — r;W ^ h^y) 7x^3 >^;W 

- 2 — r;w -l, 2-7nn>-7t-jK [l - [4- 

[4- [ [2- C (E) -2- (4-^^7x-;W Xt-x;P] -1, 3-* 

^V-;i/-4— r;w ^h^>] 7x^ji/] - ih- i, 2, 3 - h 

|J7»/-^ 1- (3 - {3- [ (2 - { (E) -2- [4- (h>j7Ma^ 

15 7x^3 x^x;w -1, 3 =-^i^v-;u-4— r ;w ^h^>] 7 

x-JW ^Otf)l/) -1H-1, 2, 3- h'JTy-JHKttl- (3- {3 

- [ (2- { (E) -2- [4- (hU7Mn^fJW 7x-;W x^x>W 
-1, 3-^^/-;V-4 — f;W yh^->] 7xZJW 7nHJW - 1H- 
1 , 2 , 3 - h U ^fctt"*©^ £. 

20 (B) 

(C) 

25 ©ffifftSfcSi. 

(14) fWII 
(A) H#0y 
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Fn>^ Hn>^ -f;\'>HD>^, i'^HD^, U-feHn>^ 2u 
H n >m. 5 / H U >M. EB-1053, YH529&<i:) , ^S*;i^E>^«^(MK-0677) , 
(B) 

(o mm 
io ®ffima»*. 

(1 5) ^ORftX 

(15-1) Wffl»fl»)WSW»:^«lfefcfflVi6ns*t#, «7*^>, ftj&K 
is iS 

(a) mftm 

20 p > , ^>^-n-f^>) ftii^i^sns. * # W tt , PSMA 
(Prostate-Specific Membrane Antigen) vaccine (Northwest Bio), Dendritic cell 
therapy (Dendreon),MDX-220 (Medarex) , MAB-PSMA (Biovat ion) > Ant i-PSM vaccine 
(MSB Biothech), Prostate cancer vaccine (Corxia) > MAb-PSA (AltaRex) , MAb-PSMA 
(Nor t hwes tbi o ther apeu t i cs) , MAb-PSCA (Ur oGenesys) ft E a 

25 (B) 

(C) 
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(15-2) ^:<Dm<Dffit$ 
(A) HWJ 

131 I-chTNT-l/B (Peregrine Pharm) , MAB-bispec i f i C-HER2 (Med a rex) , Cetuximab, 
Bevacizumaba (Genentech), SK-1 MAb (Hygeia), PE-40-MAb (BR96, BMS), J-591, 
Anti-EGFR MAb&£\ 

(b) M$m& 

im i"gftmm, ^mm. wife b < n^mom^mm. 

(C) 

©mmwimizk&ffim • mmonfrvm^ ^m^m^tcnmum^m^mBiz 
(15-3) ^-©i©y^f>^§i/^«i 

(A) 

MAK cells + bispecific antibody (IDM SA)> IL-2 + ^-T h#-f> (CEL-SCI), 
Cancer vaccine (Onyvax) , Heat-killed M.vaccae (SR Pharia) , GBC-590 
(SafeScience) » Cancer vaccine (Immunotherapy), ADJUVAX-100-A (Jenner) > 
IPS-21 (Bios tar), Mycobacterium Cell wall Complex, GPI-01 00 (Galenic a Pharm) , 
Globo-H-KLM vaccine, BPH therapy (Zonagen), Ant i-PSM vaccine (M&E Biothech) , 
Prostate cancer vaccine (Corxia)&£:o 

(b) tmmm 
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(o 9m 

®mab mmwrnt t & s . 

(16) EG?m^>\tEG¥K(Dtri^V^^> 
(A) JWfcflil 

cetuximab (IMC C225, ImClone Systems'), EGFR'J^^&i:, 

(b) nmmm 

(o 3»* ' 

(Dm a b "SJfig fc ft * . 

(17) Tglll&MUim 
(A) £4*09 

6, 7-v>^b=lr^-4- (3, 4-^h^>7i^W - 2- (1, 2, 

4 - h u tv-;v- i --fjwf;w u >- 3 -^^^x^x^^i/ 

CWPS^ 7-118266 Wjkm) te£o 
(C) g&JH 
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(1 8) HER2#t# 

(A) M&m 

5 (B) MMtifcM 
(C) 

d9) ^ >/er*E*-f >mmm 

(A) £#09 
15 (19-1) ?>rt2K9m 

(i) TNFSSi 

X37^ — -fer/K -<>7'J^^ D2E7, CDP-57K PASSTNF-ou W^ttTNF 
TNF-aJB'&Se, StTNF-aJWk DPC-3 3 3, sTNF-Rl, T 
BP-1, CDP-8 7 0, PASS-TNF-a> ISIS-1 048 38& 
20 <Ho 

(ii) -O^-D-f^-lISi 

(iii) -f >^-P-r^r>-6Pl*^ 

25 MRA (tt-r>^-n-f4->-6S«#tft:#:)» irK >#-n--f ^r>-6ifi^ Sant-7 

(iv) -f>^-n^^>-io| 

(v) -r >^-p^>- 1 2 
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(v) ■>{ >#—7 x.U>- a&£.Z$- TBS, *AtfTNF-8|fi**it}§Oi 
ft 

AGT— 1 

5 (19-2) &*>/wtmm 

(ii) CCR7^n^ 

(iii) MAP^ — ifia§» 

PD-98059, BRIB-7 9 6, SCIO-4 6 9, SB- 2 818 3 
10 2> RWJ - 6 7 6 5 7 RO- 3 2 0 - 1 1 9 5&<2f. 

(iv) m&&miem 

SP-100030> NF-/C, NF-kB, IKK-1, IKK-2, AP-l&£$/^;H£^fcli5^-r& 

(v) 

15 T-614, SR-31747, y^^E: 

(vi) tnf- ammmmmmm 

(vii) -r>^-n-r^r>-ii3^#^pi*^ 

HMR3480/VX-740&£\ 
(viiii) ^>?-U^*>-6mffiM 
20 SANT-7&£\ 

(ix) -f>^-D-<f3r>-8|$SS^ 
lL-8tg$iM, CXCR1 & CXCR23£trilg&£o 

(x) trtt'OlfeffiM 

25 (xo -i >*—wt*c>- 2 &&m&fim 

(xii) Therapeutic vaccines 
(xiii) 



WO 03/015820 



PCT/JP02/08130 



W^ltTNF- QtS^, HSV- tk^C <if trt^ilmf^^ ^3t^©^^/Cii$i±?> 
21 i: £ g #J t L fc3tfirP»«0fc.. 
(xiv) 7>tt>7>fc&to 
5 ISIS-104838&£. 

(b) tt&mm 

(C) MR 

io (DgiJ^ffi^Mo 

<3)jfii4»CDlI»ttH E R 2 *©am^jrSD^©^^-5Jtg^^§ 0 
(20) x> Fir U >&m#7 h 
15 (A) JMfcM 

Th^ir>^> ; YM-5 9 8 ; TA - 0 2 0 1; 




(Bosentan) 



CH, 




20 



(SB-2 1 7 2 4 2) 
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(SB-2 0 9 67 0) ; 




(TBC- 112 5 1) ; 
Cyclo C-Asp-Pro-Val-Leu-Trp-} 

(BQ-123) ; 
Cyc lo C-D-Asp-Asp (Rl) -Asp-D-Thg (2) -Leu-D-Trp-] 

(5£4U Asp(Rl)«TXA°^^>^j3-4-7in;i/H^^^>T5 
Thg(2)te2 -^JL~;iW ^>mm^To ) 




(ABT - 6 2 7) #fciin*.> LU- 1 3 5 2 5 2, J-1 04 1 3 2, ABT 
-546, EP-A-4 3 6 1 8 9, EP-A-4 5 7 1 9 5, EP-A-46 
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0679, EP-A-496452, EP-A-499266, EP-A-51 

0 5 2 6, EP-A-5 2 6 6 4 2, EP-A- 5 2 6 7 0 8, EP-A-52 
8312, EP-A-5 5 24 8 9, EP-A-5 5 5 5 3 7, EP-A-62 
6174, EP-A-655463, EP-A-714909, EP-A-8 1 

5 5 8 7 0, WO 9 1/1 3 0 8 9, WO 9 2/1 2 9 9 1, WO 9 2/2 0 7 0 
6 , WO 9 3/1 0 1 4 4 WO 93/13218, WO 93/17701 WO 9 
3/21219JP- A- 244097/1992, J P-A-2 6 1 1 9 8/ 

1 9 9 2, J P-A- 2 8 3 6 0 0/1 9 9 2, J P - A- 2 8 8 0 9 9/ 1 9 
92,JP-A-178890/1993,J P-A- 279390/1993, 

io Sfcte J P - A- 1 7 3 1 6 1/1 9 9 5 flSR®4b£4fe. 

(b) nmmm. 

(C) 

(2 i) yy^T-y-yyi i»7>^^h 
(a) M,&m 

20 (B) ft£U£& 

(o $m 

25 (22) y^u^y^—ifimm <cox- i»ft»ffi£F3& cox-i i 

(A) 

-6 6 3, AVVf3^->^ ihija^, ;V5^n^^>y, 
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SC- 5 7 6 6 6, 3^3*^:7, S-2 4 7 4, ^D7xt'^, 'OF* 
9~/>. D + y^D7i>, CS-5 0 2, CT-3, ABT-9 6 3, LAS 
-3 3 8 2 6, ONO-2 5 0 6fc£. 

(b) mm.mm 

(C) $jJH 

(2 3) ^^»^*7>^^h, ^>^>g#f*#i*fc U#>F-h* 

10 

(B) 
(C) 

15 ®BJ^©««. 

(2 4) Y~>%.m¥7>?3~7, K ir[^;w-> hn>S^#*i#:, U#>F- 

(b) 

20 (O %}M 

(25) y?hx^f>«7>^^h, wy^hx^>««<*tt#. u#> 

25 (B) ;5tf#t^M 
(C) 
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(2 6) tn^^ST^^K Stnh->M*i^ U#>F-Mp 
(A) #W*0d 

7rf*^> (S -20098), DU-1 2 5 5 3 0, NAD — 2 9 9, CP 
5 -44 8 1 8 7&2. 

(b) 
(O 

10 (mwmomm, 

(2 7) GHRH^7>^^Xh, £iGHRHg^##T#fc U#>F-h=H>> 

(A) JMfcfcl 
CMPD-1&£. 
15 (B) 

(o mm 

20 (2 8) T>Hny>s»««S»«»l 
IL-6&£ 0 

(b) mmmm 
(o 

25 ©ffi3&8&*. 

( 2 9 ) r > h uvzs&gmffl&ym 

(B) 
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(C) 

(30) tthij^yfrnrnxm 
(b> nmrnrn 

(o m$k 

(3 1) wmmmf^mmssm 
(b> ■mmmrn 

(C) %jM 

(3 2) ^(om 

Ad d-B a c k«H*fc«» GnRH7^~7i b D Jfe^O'lfeJ^E 

S&sfrfc:, ^tl&*;i/ ; E>*fc^;V ; &>ilMl^«i:B^:$n^»J Q*T> Ad 
d-B a c kffJiWHGrs^^S) ^iSlW^bT^SM^^l^. 
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G nRHTto b&<£tfffimm<Dmm\zm\sX\Z, G n RH7^ h £& 

mmom^mmmRM^n^s GnRur^^h^r^t<Dmmtmmm^rc 

^■VTh^\mmm(D^mu, mm±m^t>nx^&&-$-m\zm?tiit&< , 
&-$ttm> &-^;w-k mm, m&&t>&miz&r>mg.mtR-rz>z.t®x*%z>o 

miH§iB-r§*-a-^s) #tps^$n^ &-¥miz, Gn rh 

(1) GnRHTrfnXhi#ffl^^^iHP#fc^KkLTf#enS 
m-©^J©^#, (2) GnRHT^nXbiWffl^i^S'J^^MfbL-Tft 
e>tl^>2aoMJCD|W)-S#^T©|W|B#^^ (3) GnRH7^Xbt# 

mmtzm* izwmutvxnznz 2m(Dmm<Dm~n-$mv&x(Dmmm*&^ 

15 ,T0t#, (4) GnRH7^X b LffimMt&M* IzMMfcVXnBtlZ 2 
S^^JcoS^^^WCOIrI^S^ (5) GnRH7^htMi 

GnRHTrf-Xh ; ffimMomfrXOfll^ &2>MZM<DMfr 

^;^3-r^ >tfm&&ts) . mm. mtm* x^-t^m. (V7h*yt;i/ 
s mm. mmm, mmmtvx. mn&oxmmnw m. m 
m, mm. mm^m fc&^fcs-rr* mmmz. m 

25 mft. ^r^fc}tm^m^^^\tm^mM\zwt^-r^z\L^x^^ 0 
mmm <dmi& \zm^*> nx *> «t ^mm^m \z nm £ n s ttm 
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mv, m. / &<D®mm. mzitm* mmu -mm* ®mm. mmmmvmnw*. 

K^tLTtt, «*.«5LK, BW* D-T>xh-;k n->X 

is rf-;k rfv?ft, h^onm ^-u-^w^Jfens. 

mmmtLxu, mx^^^m^ D-v;n*h— ;k *&fb^hy^A; ^ 

U*feU>> D-T>xl — ;K9i^W5n*. 
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mmimi turn ^ >^)vtjv n -jvm^f s n& a 

5 SMtlTii ^^MMm, TXn;Hf>^ a-hn7in-J^ 

?i^Mj^#:^^bT^j o. o i & v> l i o o mm%\ n * b < nm o . 

tfflits^ mnmm±mznvxmi^L9 9. 9 911%, ^^l<« 
m 1 0 u 9 0 

m?L& mmmz. ^mn m. vc—> aween) so (7h7x/^« 

^S) , HC0 60 (0^5*^X1) , *>JI5 1 1/>^'J3-Jk #;l^3r 

V&m) * Rmfemtl #U y;t^- h 8 0 , v#n^-;i^) , rt»S>i cak 

r>A. 7>-i — ;k y;nf :/t«#8W) . phW (flu 7 jc 
25 8Mb?- HJ *>A«0 , (M> A°^^^mSMx^;K sfeJWBk ;*3=- 
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UH^-^tfn'JHX fcHP^r/Pt^Hz^P-Xft^:) Xtem^J (fH» 
xf7'J>iT^>")A, #ijif^>^ijn-;v 6 0 0 0&£) 

a^>:/ntf;i/-fe;vp-x, #U :<M^>x=Pl/>^U p-;k y-f— > 8 0, 
yfD-.^ F68, •fcJl'P — 77tf — W&Xs—Ys hh'n^DlfJl/ 

Ifl/>^'jn-m 7*DHV>^'Ja-;k TM^l^SltLTtt, M^L« 
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a^J'f ©#ffilg©a^fciO. 5-5 0w/v%,|fSL<}i3~2 0w/v% 

^fcgit itxfi/^i^ u f;M©M« o . 5-5 ow/ 
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5 10 0-0-121 tO^T 5 #~ 3 0 ^JEiPfM 

;io***U l/-h/7$7 7MJW^^U *U7^Um 

20. , Jj?'J^^'Jl/-h, ^U^^U^XS h\ 75 77JVW^^ 

"JV-h*l^#, #U W^^'JM7>kHUh') , ^'J^W^i'Ul/ 
-h^a-&#, iDt)WH5^hRS-10 0, RL-100, RS-3 
0D, RL-30D, RL-PO, RS-PO (TP U;H*X3\^ • ^^T^ U 

)vm^)v - ^Tpvjvmmtbv^jv • 7> ; ex>)ax5 : mm) , 

25 ,^F7^yhNE-3 0D (^^7i7'J;H^?;i/ • 7^ 'j;«xfMi^ 
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5 jRt— (Carbomer) 9 34P, 94 0, 9 4 1, 9 7 4P, 9 8 0, 1 

3 4 2^, tfU;*7— (polycarbophil) , %)V : >'*72±-tfVt)i$—7<<)V 
. (carciui polycarbophil) C&WBttVvftl'bB Ft/y h* U y^ttM) , A^tfX 
03,1 0 4, 105, 304 (V^nfefn^M^ <*fc) S) 

15 -fe;PD-x, #u ifrjuf ay fx #u H-;pt;V3-;k #uifi/>^u 

(w/w) , 02-l,<ffltoa 5te\t*l>mS0% (w/w) , $£>K$?£L<«*tl4 Oft 
^L75% (w/w) , j|^«^U V-©^#^tt*tJ3^ViL^3 0% (w/w) , $f 
20 * V < \m 3 V> US 1 5 % (w/w) T*§. ttl£Htt£?M3:«&St & $ £> W 
T*>£<, ^0«-&W^JfC^^^te«M©^WmtJ5 0%(w/w)^T, $F 
£L<M5~*tJ4 0 % (w/w) , 36fcff£b<ra#Sl5~*$|3 5* (w/w) 

5. ££^±12% (w/w) &ti^j&ft>€>#«& (0a, 7K, x^y-;i/ 
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^wt»^i^, ^ro^mn^mt. &mis< urn 1 5 o tz^ b 2 , 

0 0 0 Aim, ££>ldf?£L<«^5 0 0&V>b*9l, 4 0 0 ftmT?S§. 

5 j&jsk «§^so, t&mu mnm. &&4mm&m&u m&wvmvmm*.m 

#0aS«r£*rau *50. 5&l^b#&9 5% (w/w) > *8F3;b< f**SJ5. Ofcvib#ej 
8 0% (w/w) » b<Mf 3 0 3^Vib»7 0 % (w/w) 

(Ac-Di-Sol) , U t:-^k Q n U H > (^ px^t* H » , &tttt&b H n 

^>'^Dtf;i/-k;i/a-x (L-HPC) &M^6n«. tFn^r/ntf 
;Hr;i/D-x, 0 t*n;vtfnu FX ftKMEbpn^^nUWn-x 

n^>o ^^ibtftim ^x>m. 3A^|ft, ^W>K& 

mz±mMm&£W\z>b, mxism<D*>b£tettmmmn. : ?±iz7k. mm 
T)vn-)v x.?;—)vtR£) mommtemmizmffiistcm^ 

25 m&Ts-yu-hmtz, mm$>zw*z\ntmmM* mnmte£t<DM&m&'j> 

ZrO^mttmtm 1 0 0 jam&HUm. 5 0 0 /imT*5%0«U^. 
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mz-ss. n&MM twsm t &a*rr s & » fc> kim©sid£«it 
fciibtiSE #x.>n. n/\#m. y^jvm, >m.mom.^. ?)v 

LTm 1 & b^J 1 5 % (w/w) , £f £ b < 1 &V* L4<J 1 0 % (w/w) , • s 
fc#£b<te^2&V>U$8% (w/w) 

io ®mmn.mi$<Dn-^j>tfm\z&mm^&z\t.ftX'%, m<wmzu, mm 

.II. ^Ot^JfciStS 

«rtBIT?»6n&«*, MIE^i&tt&Kfttf pHft#tt©«MHtt#UT— , 

momgmm\z&zmm%&iZ:hT, m^-zmrnn-^j 

Wrcffl<Z>tt«KJU 4£ (l^#J©fcM&^ifcV>) \zttVXffilt£^hm9 
0% (w/w) , ^£L<&3§5?ci:^U$5 0% (w/w) , £ & tc$?2: L < fcftft 5 & 
Vib3 5% (w/w) T?»4. 
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#x>Wi* n?\zm> 7YJ«, ^W>B&fc£©K&jbn*.Tt>«fcV>. 

•znt£^ B ^mtmammmmmommmthx^ ^>^>. n->x 
^s-t;i/D-x (Mb/& oho Ttf-fe;vpHi o , mm. 
sf?~3.vm, ?>-h-jk igffs&Tic^r-rj^, kiy^>")a, mm.ti)v^ 

h <h £ ft § . £ n & © « j£*s a— ax «xa« ± ^m^t^x^ 
/bt#&„ K^»j©^afa3ftR«»S!i^«K:^i/T> nzjsm 4 . 5 -fctJ 9 9 . 

4w/w%, »*b<ttJ»2 0~^J9 8. 5w/w%, S5CJfSl/<«»3 0~ 
!5 9 7w/w%T$§. 
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ISSS, ECG- 5 0 5), ^P7.^j;i/^D-X^-hU^A(M^-^jfl'ft^(^) 

& rzwyv), ^nx^tfH> (WAfi, basfm huf^cu, ® 
^x^d^^), tifra\Y^yy°> <ma& m) & pcs) ^M^sn, 

J6«, 7i«»J±Mt^bT> 0 . 0 5 3 0 w/w%, 0* L < }%m 

0. 5 — ^tJ 1 5w/w%T&S 0 

xdvjw k frmmim (wu$, yjwvwmi-hvv&teaoy 

25 'Jl^^h^i), &HfcSl& ^i*^J (W^LHI, tm£!K BHtffiK 
«fc tftfl U t*x;i/ tfPU H >te Zififfr* h<m^B 
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-mizm^zti&^m, mwts M<&te£\zj:Kiftt>n%>. mfo&jiziz* 
rnxummm^m^mzr^-r^m^, mm^m-mmi^cDmnmamm 

ISiFD-5S 0WUy9QM m&m^xm&L^<D'&, M^mhtiiVm. 

£ © «k 3 fc lt# snfc3t«»j i iMftttmi £ ^© * * & % wzm^ 
is st*& Ayiijvsm. asmm^^mittm-^aommsm^^xh^ 

20 *&K86*fc*fc j8-$/£ Dr*X h U >Xfcij3 D-r^X h y 
*><fc^o 
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5 n-xii* («. jWHz^n— #;i/^^*^;Hz;i/p~;*, fcKn* 

;i/-fe;i/n-x) » -fcf^X *»rt£5 s >:7>, #'J7^'JM (flu , 

;H£pUF>\ 3t?U#— tf7^;K T*p;nf >S£/T^s^>^&£j«tf £ 
io n, t FP^^ntf^^Hr^n-T,, #U7^UM^ T;^>^> if 

15 ^i>^7Xn;i/t'>i«LK 

-frTCcasOrzw^l/Aif*. SSfc, -5JM> sfcjfeSK M:B&jh^|, » 
*.£fc8t>^U x^l/>^U n-^^n tf w>^u p-;^t*©^U 
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io mmtfrz mM, ts nx v> § hack® tt&j&tt** s^tt^o xm 

15 ^Stffctt/tt (psyllium)il^^>A^f c i:«H(Dtlj#jtt^>A°^^b< «tt 
%tt^>A 0 ^iM ; 77tf7^A, #-#A> *55Jte6^fc4 i lJ->^ >&£©^ A 
JM&H ; ; T;U^>m^ ; *;^^~>^^;Hr;i/P-7cM ; * 7^>« ; 

h ^ >|g ; H7^>m ; #'J fcfn;i/t!D U F >fc £<D&tfttf U T — I® ; if 

20 fc> v>- h-;i/, f^hn-x, 1 — 7.> b-xfc£tftc:hWN 
n-xfc£©SR8 ; ^Dr^X h U >&^©««WB ; 'J >Sfc?- b U «^A, % 
^bU^A^^mc^^T^^-^A^i:©^^ ; ^Uv'X L-7.7 
L-7XA7^>i> L-^;^5>m> L-hHn^P'JX L — 
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KftRfjya, mum* mmu ph» #$m> -a- 

.*TT^>^jtbT«. a^ife^bu^A, -i*>-&mmm, ^nf^f 

' mnmtm^m o . i ~m 5 o * b < &m o . i 3 ,o a&% © 
is mmm*^, m i 6 o^ora, usu< i i 5 #©p^ «t o 

$f£b<«*92#~i»5#©|Bite: (7jcfd) #ii©9 0%K±M$t§^t 

20 ±TO^©»J^#fc^t5^fl«, &J1 0 9 9 S*%> b< « 
^J3 0~#&9 Oli%T^§o 3 - or^ h ij >Xli 13 - of+^ h 

•^(cM-rs^*M«, *& o . 01-1510 as%, * b < n*9 1 5 mm% 
fl?»ftda©ww^«:te»*r**fir*tt, «9o. i~ftj9 0Mfi%> 
25 b < tt, s& 1 o 7 o lt%-ess 0 suTKttfi^ofijW^fc^-rs-gr^ratt 

*90. 1-195 011%, £?£b<«m 0~^J3 0li%T^5. TKSHKttJl? 
U T-(Dm^#:^-r^W»^ *&0. l~»3 0tl%, £ff;b<TOl 
0-152 5 n&%^$>%>* ^MJ0Slli#l^t5^fiSi 0 . 1 ~*& 1 
011%, #£b<tem-$J5fi:B%T&£o ±SBK«0«$6fc» *6»J» 1t 
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wmM*<e?m-r%m%w®L-$mfo, mmmomm. m*> mm. 

m 6 o k g ) -A&fc o , M\ tfflitUT, *n*n i am o . o i ~® i o 

OOmg/kg, #Fi;L<&$J0. 0 0 Omg/kg, £0£?£L< tei&O . 1 

0 Omg/kg, i^^^O. I~l550mg/kg^ fcj&vT?fe#«Jl. 
5~&J3 Omg/kg£l 0 lia^6jRiaK:^W'TlMRift#*n*. &133Aa WIB 

a, sstt^, mmmtomn, mm, mm. t^Mot 

i^ifCioTl^D, #MPH^$n&V^\ iiOitbTlt, JfciAfcZJIS 
□i^TPftMl^l kg#:a^feD$tJO. 0 0 1~2 0 0 Omg, £f £L<< «*5 0 . 
01~500mg> $6fcfi s *L/<tt, *90. 1 — 1 0 OmggMD, en* 

^mmpstttz^ftft* mm, gwciDis;^^ 

4t**Wtf5n5. GnRH7rf-7 h^lC^tSi^ GnRHT 
£MU BS#T^i-§®^ IUPAC-IUB Commission on Biochemical 
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2 -75 /mm 

77-> 

0-tert-^;i/-D— feU > 

2 -t7un-s<>i?)Vtt*/%)i?$- )V 
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B r - Z : 2 -^d ; E-^>^M^v'*;i/« 

B z 1 : ^>^;i/ 

Clj-Bzl : 2,6-^DD^>^ 

Tos : p- h)\sX.>X)l>ft-)V 

HON b :N-kFo*>'-5-y^M>-2 > 3-5?*;W#* 

HOB t : l-hKn+y^>>/HJ7 N /- ;l/ 

HOOB t : 3-tHO^>-3, Fn-4-^V-L 2, 

Me B z 1 : 4-^)V^>z>)V 

Bom : <*>5?)lrtt*/*<?-)l, 

Bum : f.-r/h^;*^;!/ 

Tr t : hU^;W 

DNP :i?-hP7x-^ 

DCC : N, N' -^DA^yMM^SH 



&rfiz0%m, mmm&mtfT, ^m^^ \z.^wmzmm-%, 

6. 7ml ©jifcg7KteBs8&U:x— :/Ol^U>5. 8g*»fl/fc. iintSiJ^ 
»3fibfc#U*LIfc (M^Fi^f* : 1 5 0 0 0) (5 1. 6 g) 
^OH^^ 1 3 8 g &mtP U ^- h 5 - 5 ^U— T 9 #fsl W¥Ufc (0 
Kt:l56 0 0 0 r pm) 1 5tfc|@ibfc. Ctlfe^**^ ML 

racM^teWSEUfco. i tfn-;i/T;i/n-;i/ (pva) «n. 5 

0|HFis»:tt*Sl7 0 0 0 r pmt?¥Ufc;L&. cOW/0/Wl?;k> 3 > 
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PVA^iSLfcf, / J»m(D7k7?nftfflL b D > ~ ] — )V 8 . 7gMU 

5 ##M 2 70^>7x >^-*»J 

(1) 7P+>'7x> 5.0mg 

(2) 1kM 2 0 . 0 mg 

(3) P»J< £S2 ml £T2> 
70^'>7i> 5 . 0 mg & £U&m. 2 0 . 0 mg ^©7K^»$-&, tKSt^T 

10 ^*2. o mi £T& 0 mmzzmu mmtkm : \z2 mi <DT>zfMzimtz> a r> 

(1) 7D^>-7x> 5 0mg 

(2) ?Z b-X 3 4mg 

15 (3) h^D^^it 10. 6mg 

(4) bV^Eunismm (© D^) 5mg 

(5) Xr7'J>i7^i/^^ 0. 4mg 

(6) ^^^^^^-fe^P— X*;P>">A 2 0mg 

ih 12 Omg 

20 smc^_ktB (0 ~ (6) ss^u nmmiz&mmis, m\*mrc. 
mmm 1 
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1. Gn RH73~X h tS ERM (selective estrogen receptor modulator) 

<^-m. mmmmmm, jz*mmm* ^mmm, mm. pms (premenstrual 

syndrome) » • U >#<ftl§tti^©W • 

2. SERM|^n^>7xX 7m^7iX 7V7t^>7xX T 
SE-424, SERM- 3 3 3 9tfcttSPC-84 9 0 T?&*fflf3&B 1 IB«fc 
©ESS. 

4. iHiftCMLT, GnRH7^-Xh©tiliSERMi©f^i<!:^ 

5. H#¥Lt^fc*fL.T> GnRH7^h©tiiiSERMMMt§ 
ft*^to*T»-^-r*Jltfe4MRfr«Add-Ba c k*& 

6. «»l;MbT, G n RH7^X h ©t^tt S E RMi©f M«h.$ 

7. *¥Ll»~*fbT, GnRHT=fr:^h©*3»«iSERM*©*r?»«tft 

8. GnRHTrf— X htS ARM (selective androgen receptor modulator) 

9. SARM^dtLGD2 2 2 6T?a&-5lt^8|Sm©E||„ 

10. «0&$ffc;fcrLT, GnRH7J-X hCWtS ARMl©t^ii 

1 1. GnRHTzt-Xh£&&)l^>&mmWm£%Ufr&ibl3:Tfc%M£m 
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1 3. MAB (Maximum androgen blockade)!fc*fcSlT?&*Blf3&® 1 lflBttOBX. 
14. ttl«ll:»UT, G n RHT^X K^^Si U T-ifM^I©^ 

is. n&ajMfcfc^fLT, GnRHT^x h©^*£u 7--tfia#as©*3jr 

»<h &ll^fctTg#tl) Z. i^Mit§MAB (Maximum androgen 
blockade)^. 

16. m%MWK3$LT* GnRHTzfriX h(D*^J*i:UT-ifPiL*^0^ 

18. ftMHfDj/^-eiWWV?^^^ V^-^ -feT^r+r 
S 1-7 7 4, SU- 6668, SU-101, GW-2 0 16SfctiC 

1 - 1 0 3 3T?»S»*fil 7g2*c©|£gi£. 

19. Pi?L»«CMUT, GnRH7^-X bOtMtStWnJ/^^t 

2 0. Jfil4 , ©"J^'ft;HER2S©^fcJsSCTs GnRH7^-Xh©tlit 
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a - u >#«■»*©*» • i&auseai. 

2 2. #f^MIS^Tl/>HD>^ ifHn>E -f/t>Ka>Bt 
H P >m. U-fe Ha ^ a F a >Bt A' 5Fo >®?> ^;W\° J* a >K» V 
Kn>Bt ^;i/Ha>^, *UHn>t, EB-1053> YH529, <yU773K>^fe 
5 «^-x^^a^U>Tab§if^ig2 18B«©ESI. 

2 3. Pi¥LMJ{c*f-LT, GnRH7^XhOfiiifWil0W 

w© w • mm^m. 

10 2 4. GnRHT=f^hi^f8ft*i:*iia*^to*T3fe*M35d»», 

2 5. l|JLl«lfc»UT, GnRHT^ZX h©fiIiMM©fiit 

*a^t>*TSw*Ji^&^ir*«rsuiai» sub, hu^me*^ 
?ls©*b&©^i» • mm^m* 
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36. GnRH7i^h ^m^UM * & jX^J £ b T^ffi T § NM&g 
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Box I Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 



This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 

1. [x] ClaimsNos.: 4-7, 10, 14-16, 19, 20, 23, 25-27, 29, 30, 33 

because they relate to subject matter not required to be searched by this Authority, namely: 
Claims 4 to 7, 10, 14 to 16, 19, 20, 23, 25 to 27, 29, 30 and 33 each pertains 
to methods for treatment of the human body by therapy. 



2. ClaimsNos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



3. Q] ClaimsNos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box II Observations where unity of invention is lacking (Continuation of item 3 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 



1 . | | As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 

claims. 

2. ^2 As a11 searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 

3. | | As only some of the required additional search fees were timely paid by the applicant, this international search report covers 

only those claims for which fees were paid, specifically claims Nos.: 



4. Qjj No required additional search fees were timely paid by the applicant. Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: ' 



Remark on Protest j^j The additional search fees were accompanied by the applicant's protest. 

[~] No protest accompanied the payment of additional search fees. 
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(1) 

In each of the claimed inventions , a compound defined by a desired 
characteristic, i.e., GnRH agonist" is employed in combination with 
a compound serving as a drug effect ingredient selected from among 
SERM/SARM/sex hormone synthesis inhibitors (lyase inhibitors) /tyrosine 
kinase inhibitors /bone metabolism regulators/drugs for 
immunotherapy/cytokine/chemokine inhibitors. However, it is 

recognized that only parts of the compounds involved in the claims (both 
of the former and latter compounds) are supported by the description 
under Article 6 of the PCT and disclosed therein under Article 5 of the 
PCT. 

Even though the common technical knowledge at the point of the 
application is taken into consideration, it is impossible to specify 
a compound having the activity of the "GnRH agonist". Thus, each of the 
claimed inventions fails to fulfill the requirement of clearness as defined 
in Article 6 of the PCT. 

Such being the case, the search was made oh the combinations wherein 
leuprolelin, which was employed mainly in the working examples in the 
description of the present case, was employed as the former "GnRH agonist" 
while one of the individual compounds (raloxifene, etc.), which were 
specifically cited in claims and employed mainly in the working examples 
in the description of the present case, was employed as the latter compound 
serving as the active ingredient of the drug. 

(2) 

Asstatedin, for example, US 4472382 A, WO 8 6/01105 Al and WO 97/27863 
Al among the documents presented in the column C of this international 
search report which have been clarified after examining the prior art, 
it is not novel to enhance the preventive and therapeutic effects on 
diseases by combining a GnRH agonist with SERM/SARM, etc. Accordingly, 
there is a high possibility that the inventions as set forth in claims 
1, 8, 11, 17, 21, 24, 28 and 31, wherein it cannot be immediately recognized 
that the compounds to be combined with a GnRH agonist are not common, 
cannot be regarded as having a single general inventive concept in common. 
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